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DETAILED ACTION 

Election/Restrictions 

1 . Applicant's election without traverse of Group I, claims 1 -1 9 in the reply filed on 
December 23, 2009 is acknowledged. 

It is noted that in the response filed 12/23/09 Applicant stated that they elect 
claims 1-19 and new claim 23. Examiner called Kathy Smith Dias, Attorney on 02/26/10 
to explain that there was no new claim 23 listed and that claim 23 was previously 
presented as a kit claim. Kathy Smith Dias stated that there was no new claim 23 and 
that the election was for claims 1 -1 9 only. 

Currently, claims 1-23 are pending. Claims 20-23 are withdrawn as being 
directed to non-elected inventions. Claims 1-19 are under examination. 

Information Disclosure Statement 

2. The listing of references in the specification is not a proper information disclosure 
statement. 37 CFR 1 .98(b) requires a list of all patents, publications, or other 
information submitted for consideration by the Office, and MPEP § 609.04(a) states, 
"the list may not be incorporated into the specification but must be submitted in a 
separate paper." Therefore, unless the references have been cited by the examiner on 
form PTO-892, they have not been considered. 
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Specification 

3. The disclosure is objected to because of the following informalities: the 
specification on page 7, lines 5-8 discloses that claim 1 relates to the teaching of the 
present invention. Advantageous and currently preferred embodiments of the invention 
are described in the subclaims. The reference to claims in the specification is improper 
because the claim numbering is subject to change throughout prosecution and thus can 
cause discrepancies between the specification and the claims. It is recommended to 
remove any reference to claims from the specification. Appropriate correction is 
required. 

4. The disclosure is objected to because of the following informalities: The 
specification on page 1 1 discloses descriptions of figures 3a and 3b. However, a review 
of the drawings submitted 05/23/07 indicates figures 1-4 and does not provide for 
figures 3a and 3b. Also, the specification does not provide a description for figure 4 
filed 05/23/07. Appropriate correction is required. 

5. The disclosure is objected to because of the following informalities: The 
specification does not provide headings for the different sections contained within the 
disclosure. For example, pages 1 0-1 1 discloses descriptions of the figures but does not 
provide a heading for the brief description of the drawings. 

Appropriate correction is required. 

The following guidelines illustrate the preferred layout for the specification of a 
utility application. These guidelines are suggested for the applicant's use. 



Application/Control Number: 10/588,746 
Art Unit: 1641 



Page 4 



Arrangement of the Specification 

As provided in 37 CFR 1 .77(b), the specification of a utility application should 
include the following sections in order. Each of the lettered items should appear in 
upper case, without underlining or bold type, as a section heading. If no text follows the 
section heading, the phrase "Not Applicable" should follow the section heading: 

(a) TITLE OF THE INVENTION. 

(b) CROSS-REFERENCE TO RELATED APPLICATIONS. 

(c) STATEMENT REGARDING FEDERALLY SPONSORED RESEARCH OR 

DEVELOPMENT. 

(d) THE NAMES OF THE PARTIES TO A JOINT RESEARCH AGREEMENT. 

(e) INCORPORATION-BY-REFERENCE OF MATERIAL SUBMITTED ON A 

COMPACT DISC. 

(f) BACKGROUND OF THE INVENTION. 

(1) Field of the Invention. 

(2) Description of Related Art including information disclosed under 37 
CFR 1.97 and 1.98. 

(g) BRIEF SUMMARY OF THE INVENTION. 

(h) BRIEF DESCRIPTION OF THE SEVERAL VIEWS OF THE DRAWING(S). 

(i) DETAILED DESCRIPTION OF THE INVENTION. 

(j) CLAIM OR CLAIMS (commencing on a separate sheet). 

(k) ABSTRACT OF THE DISCLOSURE (commencing on a separate sheet). 

(I) SEQUENCE LISTING (See MPEP § 2424 and 37 CFR 1 .821-1 .825. A 
"Sequence Listing" is required on paper if the application discloses a 
nucleotide or amino acid sequence as defined in 37 CFR 1 .821(a) and if 
the required "Sequence Listing" is not submitted as an electronic 
document on compact disc). 



6. The specification has not been checked to the extent necessary to determine the 
presence of all possible minor errors. Applicant's cooperation is requested in correcting 
any errors of which applicant may become aware in the specification. 



Claim Rejections - 35 USC §112 

7. The following is a quotation of the first paragraph of 35 U.S. C. 112: 
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The specification shall contain a written description of the invention, and of the manner and process of 
making and using it, in such full, clear, concise, and exact terms as to enable any person skilled in the 
art to which it pertains, or with which it is most nearly connected, to make and use the same and shall 
set forth the best mode contemplated by the inventor of carrying out his invention. 

8. Claims 1 -1 9 are rejected under 35 U.S.C. 1 1 2, first paragraph, because the 
specification, while appearing to be enabling for a method for detecting C-terminal 
fragments of preproendothelin-1 (SEQ ID NO:1) in sample selected from the group 
consisting of whole blood, plasma or serum, wherein the sample is collected from a 
human patients suffering from cardiovascular disease, systemic inflammatory response 
syndrome, and sepsis by contacting the sample with antibodies which specifically bind 
within amino acids 168-181, 184-203 and 200-212 of preproendothelin-1 , does not 
reasonably provide enablement for any and all antibodies and any and all sequence 
positions within amino acids 93-212 of preproendothelin-1 . The specification does not 
enable any person skilled in the art to which it pertains, or with which it is most nearly 
connected, to make and use the invention commensurate in scope with these claims. 

Enablement requires that the specification teach those in the art to make and use the 
invention without undue experimentation. The factors that must be considered in determining 
undue experimentation are set forth in In re Wands USPTQ2d 14000. Factors to be 
considered in determining whether a disclosure would require undue experimentation include 
(1) the nature of the invention, (2) the state of the prior art, (3) the predictability or lack thereof 
in the art, (4) the amount of direction or guidance present, (5) the presence or absence of 
working examples, (6) the quantity of experimentation necessary, (7) the relative skill of those 
in the art, and (8) the breadth of the claims. 
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The instant claims are directed to an in vitro method for the determination of the 
formation of endothelins in serious diseases, in particular cardiovascular disease, 
inflammations, sepsis and cancer, in whole blood, plasma or serum of a human patient 
for purposes of medical diagnostics, wherein the formation of endothelin-1 (SEQ ID NO: 
2) and big endothelin-1 (SEQ ID NO:3) is determined by determining those C-terminal 
fragments of preproendothelin-1 (SEQ ID NO:1) which are recognized by antibodies 
which bind to peptides which correspond to peptide sequences in the range of amino 
acids 93-21 2 of preproendothelin-1 . 

The specification fails to teach any and all antibodies bind to any and all sequence 
combinations of amino acids 93-21 2 of preproendothelin-1 . The specification on page 
1 2, lines 1 -8 discloses the peptide fragment determined is a c-terminal fragment to 
which two antibodies bind which bind to peptides having amino acid sequences which 
correspond to the positions 168-181 and 200-212 of preproendothelin-1 . The 
specification on pages 22-23 discloses assays wherein antibodies were raised against 
the positions 136-148, 168-181, 184-203, and 200-212 and utilized in assays with 
samples from cardiological and sepsis patients. However, the specification clearly 
teaches that in the assay wherein antibodies directed against amino acids 136-148 
were used that it was not possible to obtain measured values raised compared with 
healthy persons. Thus, it appears that the only working examples which provide for the 
detection of C-terminal fragments of preproendothelin-1 are directed to antibodies which 
bind within amino acids 1 68-1 81 , 1 84-203, and 200-21 2 of preproendothelin-1 . Further, 
antibodies which bind to c-terminal fragments of preproendothelin-1 are not well known 
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in the art and as shown by Applicant not all sequences contained within amino acids 93- 
212 provide for the detection of the C-terminal fragments in samples from patients 
suffering cardiological or sepsis conditions. The specification fails to provide for the use 
of any and all antibodies to bind to any and all positions of sequences within amino 
acids 93-212 and provide for the detection of C-terminal fragments of preproendothelin- 
1 in samples from patients suffering cardiovascular, inflammations, sepsis and cancer. 
At best the detection C-terminal fragments of preproendothelin-1 (SEQ ID NO:1) can be 
detected by contacting the sample from the patients with antibodies that specifically 
bind within amino acids 1 68-1 81 , 1 84-203 and 200-21 2 of preproendothelin-1 . Thus 
such is not seen as sufficient to support the breath of the claims one skilled in the art 
cannot practice the claimed invention without undue experimentation, because in order 
to have a high level of predictability, one skilled in the art would have to know that all 
antibodies to amino acids 93-212 of preproendothelin-1 would bind to any position 
within amino acids 93-212 and that these antibodies would detect the C-terminal 
fragments of preproendothelin-1 in samples from patients suffering from cardiovascular 
diseases, inflammations, sepsis, and cancer. 

9. The following is a quotation of the second paragraph of 35 U.S.C. 1 12: 

The specification shall conclude with one or more claims particularly pointing out and distinctly 
claiming the subject matter which the applicant regards as his invention. 

10. Claims 1-19 are rejected under 35 U.S.C. 112, second paragraph, as being 
indefinite for failing to particularly point out and distinctly claim the subject matter which 
applicant regards as the invention. 
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Claim 1 the recitation "serious diseases" is vague and indefinite because it is 
unclear what applicant is trying to encompass. The term "serious" is a relative term 
which renders the claim indefinite. The term "serious" is not defined by the claim, the 
specification does not provide a standard for ascertaining the requisite degree, and one 
of ordinary skill in the art would not be reasonably apprised of the scope of the 
invention. 

Claim 1 is vague and indefinite because of the recitation "serious diseases, in 
particular cardiovascular diseases, inflammations, sepsis and cancer". A broad range 
or limitation together with a narrow range or limitation that falls within the broad range or 
limitation (in the same claim) is considered indefinite, since the resulting claim does not 
clearly set forth the metes and bounds of the patent protection desired. See MPEP § 
2173.05(c). Note the explanation given by the Board of Patent Appeals and 
Interferences in Ex parte Wu, 10 USPQ2d 2031, 2033 (Bd. Pat. App. & Inter. 1989), as 
to where broad language is followed by "such as" and then narrow language. The 
Board stated that this can render a claim indefinite by raising a question or doubt as to 
whether the feature introduced by such language is (a) merely exemplary of the 
remainder of the claim, and therefore not required, or (b) a required feature of the 
claims. Note also, for example, the decisions of Ex parte Steigewald, 131 USPQ 74 
(Bd. App. 1961); Ex parte Hall, 83 USPQ 38 (Bd. App. 1948); and Ex parte Hasche, 86 
USPQ 481 (Bd. App. 1949). In the present instance, claim 1 recites the broad recitation 
serious diseases, and the claim also recites in particular cardiovascular diseases, 
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inflammations, sepsis, and cancer which is the narrower statement of the 
range/limitation. 

Claim 1, the phrase "in particular" renders the claim indefinite because it is unclear 
whether the limitation(s) following the phrase are part of the claimed invention. See 
MPEP§ 2173.05(d). 

Claim 1 the recitation "those C-terminal fragments of preproendothelin-1" is vague 
and indefinite because it is unclear what is included in those. It is unclear if the C- 
terminal fragments are all SEQ ID NO. 1 or other sequences other than SEQ ID NO. 1 . 
It is unclear what the term encompasses and one of ordinary skill in the art would not be 
reasonably apprised of the scope of the invention. See also deficiency found in claim 4. 

Claim 1 is vague and indefinite because it is unclear how the formation of 
endothelin-1 and big endothelin-1 is determined in the whole blood, plasma or serum 
because the claim is directed to determining preproendothelin-1 and there are no actual 
method steps to correlate or determine endothelin-1 or big endothelin-1 with that of the 
preproendothelin-1 . Therefore, how can one positively determine if endothelin-1 or big 
endothelin-1 has been formed or not in the sample. Further, there do not appear to be 
actual method steps for detecting the C-terminal fragments of preproendothelin-1 . The 
claim is indefinite in reciting "determining" those C-terminal fragments of 
preproendothelin-1 which are recognized by antibodies which bind to peptides which 
correspond to peptide sequences in the range of amino acids 93-212 of 
preproendothelin-1" because the term "determining" appears to intend a mental step; 
hence, it is unclear if applicant actually intends positive active method steps in the 
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claim. It is suggested but not required to delete the term "determining" and replace it 
with -detecting-. Method claims should clearly set forth the various method steps in a 
positive, sequential manner using active tense verbs such as mixing, reacting and 
detecting. Method claims should also clearly state each component used in the method 
and the relationship of the various components, and should not be a mere cataloging of 
parts. The claims should also conclude with a step relating the method result to the 
purpose of the method, preferably to the purpose as also set forth in the preamble of the 
claim. 

Claim 2 the recitation "wherein the determination in biological fluid" is vague and 
indefinite because it is unclear if Applicant is referring to the whole blood, plasma or 
serum recited in claim 1 or if Applicant is referring to another biological fluid. 

Claim 2 the recitation "the peptide fragment" there is insufficient antecedent basis 
for this limitation. 

Claim 5 the recitation "a C-terminal fragment"" is vague and indefinite because it 
is unclear if Applicant is referring to the C-terminal fragment recited in claim 1 or if 
Applicant intends another C-terminal fragment. 

Claim 6 the recitation "the peptide fragments" there is insufficient antecedent basis 
for this limitation. Further, it is unclear what peptide fragments Applicant is referring to. 

Claim 7 the recitation "another accelerated test" is vague and indefinite because it 
is unclear what Applicant is trying to encompass. The phrase "another accelerated 
test" is not defined by the claim, the specification does not provide a standard for 
ascertaining the requisite degree, and one of ordinary skill in the art would not be 
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reasonably apprised of the scope of the invention. Further, the term "accelerated" is a 
relative term which renders the claim indefinite. The term "accelerated" is not defined 
by the claim, the specification does not provide a standard for ascertaining the requisite 
degree, and one of ordinary skill in the art would not be reasonably apprised of the 
scope of the invention. 

Claim 9 the recitation "the antibodies which are obtained" there is insufficient 
antecedent basis for this limitation. 

Claim 9 is indefinite in reciting improper Markush language in reciting "synthetic 
peptide which is selected from the peptides" because it appears to intend to limit the 
scope of the synthetic peptides in the claims but improperly defines it as such. 
Perhaps, Applicant intends, "synthetic peptide which is selected from the group 
consisting of (SEQ ID NO: 4), (SEQ ID NO: 5) and (SEQ ID NO: 6). 

Claim 1 1 , line 3 the recitation "the liquid reaction mixture" there is insufficient 
antecedent basis for this limitation. 

Claim 1 1 , line 7 the recitation "the peptide fragment" there is insufficient 
antecedent basis for this limitation. 

Claim 12 , the phrase "in particular" renders the claim indefinite because it is 
unclear whether the limitation(s) following the phrase are part of the claimed invention. 
See MPEP§ 2173.05(d). 

Claim 12 the recitation "the cyanine type" there is insufficient antecedent basis for 
this limitation. 
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Claims 13-19 provide for the use of the method of claim 1 , but, since the claims 
do not set forth any steps involved in the method/process of diagnosing, determining 
severity or prognosis, and monitoring or provide steps of cardiac or cancer diagnosis, it 
is unclear what method/process applicant is intending to encompass. A claim is 
indefinite where it merely recites a use without any active, positive steps delimiting how 
this use is actually practiced. 

Claims 13-19 is rejected under 35 U.S.C. 101 because the claimed recitation of a 
use, without setting forth any steps involved in the process, results in an improper 
definition of a process, i.e., results in a claim which is not a proper process claim under 
35 U.S.C. 101 . See for example Ex parte Dunki, 153 USPQ 678 (Bd.App. 1967) and 
Clinical Products, Ltd. v. Brenner, 255 F. Supp. 131, 149 USPQ 475 (D.D.C. 1966). 

Conclusion 

11. No claims are allowed. 

12. The prior art made of record and not relied upon is considered pertinent to 
applicant's disclosure. 

Kido et al., (Eur. J. Biochem. 244, 1997, pages 520-526) disclose the sequence 
analysis of preprendothelin-1 (p. 520-521). 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to GARY W. COUNTS whose telephone number is 
(571 )272-081 7. The examiner can normally be reached on M-F 8:00 - 4:30. 
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If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Mark Shibuya can be reached on (571) 272-0806. The fax phone number 
for the organization where this application or proceeding is assigned is 571-273-8300. 

Information regarding the status of an application may be obtained from the 

Patent Application Information Retrieval (PAIR) system. Status information for 

published applications may be obtained from either Private PAIR or Public PAIR. 

Status information for unpublished applications is available through Private PAIR only. 

For more information about the PAIR system, see http://pair-direct.uspto.gov. Should 

you have questions on access to the Private PAIR system, contact the Electronic 

Business Center (EBC) at 866-217-9197 (toll-free). If you would like assistance from a 

USPTO Customer Service Representative or access to the automated information 

system, call 800-786-9199 (IN USA OR CANADA) or 571-272-1000. 

/ Gary W. Counts/ 
Examiner, Art Unit 1641 



/Melanie Yu/ 
Primary Examiner, Art Unit 1641 
3/11/10 



